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Continuation-in-part of Ser. No. 107,353, Aug. 13, 1993, 
abandoned, which is a continuation-in-part of Ser. No. 
969,703, Oct. 23, 1992, abandoned, which is a 
continuation-in-part of Ser. No. 805,723, Dec. 5, 1991, 
abandoned, which is a continuation-in-part of Ser. No. 
783,707, Oct. 25, 1991, abandoned. 

L7: 5 of 5 

Method of preventing or treating disease characterized by 

neoplastic cells expressing CD40 
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[IMAGE AVAILABLE] 
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abandoned . 
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T-cell receptors and their use in therapeutic and 

diagnostic methods 
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1. 5,676,912, Oct. 14, 1997, Process for exhaust gas NO. sub. x, CO, and 
hydrocarbon removal; Sanjay B . Sharma, et al . , 423/213.2, 213.5, 
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2. 5,589,147, Dec. 31, 1996, Catalytic system for the reducton of 
nitrogen oxides; Maria D. Farnos, et al . , 423/239.2 [IMAGE AVAILABLE] 

3. 5,520,895, May 28, 1996, Method for the reduction of nitrogen oxides 
using iron impregnated zeolites; Sanjay B. Sharma, et al . , 423/239.2, 
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0C ln r o r c T C ,ut° f thy ^ LC ^^"tic lymphoma in CD40 ligand 

knock-out mice transplanted with bone marrow cells exDressi n« 
retrovirally transduced CD40 ligand expressing 



AUTHOR: Brown M P; Zhao J F; Brenner M K 

JOURNAL : Blood 88 (10 SUPPL. 1 PART l-2) :p 654A 1996 
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10770784 BIOSIS NO. : 199799391929 
, Stimulation of CD40 up-regulates costimulatory molecules on follicular 
ceTl line 06113 ° n 3 CD4 ° transduce « ^Itiple myeloma 

AU Se k B MS a ael(ir '' ^ ^ ^ A<3,; B; Winn «*« E ~ L <^ 

AUTHOR ADDRESS: (a) Genzentrum, Univ. Muenchen, Muenchen, Germany 

JOURNAL: Annals of Hematology 73 (SUPPL. 2):pA170 1996 

CONFERENCE/MEETING: Annual Congress of the German and the Austrian Society 
ISSN? m 0939-f555 nd ° nCOl ° gy Duesseldor f , Germany October 3-7, 1996 
RECORD TYPE: Citation 
LANGUAGE: English 



4/3/12 (Item 4 from file: 154) 

DIALOG (R) File 15 4 : MEDLINE (R) 

(c) format only 1999 Dialog Corporation. All rts. reserv. 
08527548 96058917 

leukemia° f CD4 ° ligand ex P ression in B-cell chronic lymphocytic 
Brugnoni D; Rossi G; Tucci A; Cattaneo R; Airo P 

Servizio di Immunologia Clinica, Spedali Civili di Brescia, Italy 
non^ ema ^° l0glCa < ITALY > Sep-Oct 1995, 80 (5) P 440-2 ISS 

0390-6078 Journal Code: FYB P ' 

Languages: ENGLISH 



S3/7/43, 62, 63, 68, 74 
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™?T? r neC ^° Si f . f a c tor ligand superfamily: Involvement in the 
pathology of malignant lymphomas 
Gruss H.-J.; Dower S.K. 

BSn' Germany*' Berl±n ' ^denberger Weg 80,D-13122 

Blood ( BLOOD ) (United States) 1995, 85/12 (3378-3404) 

CODEN: BLOOA ISSN: 0006-4971 
DOCUMENT TYPE: Journal; Review 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 
The TNF receptor superfamily members are all type I membrane 
n 9 Ib C e°rs 0 r^ s r th h ° mol °^ in the extracellular domain of variable 

contest tnT™. re P eats (overall homologies, 25% to 30%). m 

J nh t ligand superfamily members (with the exception of 

LTalpha are type II membrane glycoproteins with homology to TNF in the 
extracellular domain (overall homologies, 20%). TNF and LTalpha are 
trimeric proteins and are composed of beta- strands forming a 
beta-^ellyroll. The homology of the beta-strand regions for the TNF liaand 
JrimeSTor muT^" *»™* 9 \ * Simil " beta-sandwich structure anSpossiMe 
trimeric or multimenc complex formation for most or all members A aeneHr 

cius'te'r'orTJFfSo 6 £!o e Tr£ 0nar 2 - lated — ' - found^chrlComaT 
" f ™™ P80 ' CD30 ' 4 - 1B B, and OX40 for lp36; TNFR p60, TNFR-RP and 

4-lBBu°for lllU^'^T^' ^ LTbSta f ° r 6 <ShC 1oCUS ^ CD27L and 
4 1BBL for 19pl3: and FASL and OX40L for lq25. Of the TNF ligand 
superfamily, TNF, LTalpha, and LTalpha and their receptors (TNFR p 6 0 TNFR 

the'other T f R "f 1 ±n ' faShl0n ° f cross-binding . ? L 

the other family members presently have a one ligand/one receptor bindina 
nvlnT^ (CD27/CD27L ' CD30/CD30L, CD40/CD40L, 4-1BB/4-1BBL 9 
OX40/gp34 and FAS /FASL) . In general, the members of the TNF ligand 
superfamily mediate interaction between different hematopoietic cells such 
as T cell/B cell, T cell/monocyte , and T cell/T cell. Signals can be 
transduced not only through the receptors but also through at least 

inhfh°, th V lga " dS - Th£ tranS duced s± 9 nals can ^ stimulatory or 
inhibitory depending on the target cell or the activation state Taken 
together, TNF superfamily ligands show for the immune response an 
involvement in the induction of cytokine secretion and the upregulation of 
adhesion molecules, activation antigens, and costimulatory proteins, all 
di?fereL;^n L 3 ^ 19 ^^ 3 ^ "^ulatory signals. On the^ther hand 
differences in the distribution, kinetics of induction, and requirements 
for induction support a defined role for each of the ligands f ^ lrementS 

~ZH im ? Une "sponses . The shedding of members of the TNF 

llal^ r / UPe f am l Y C ? Uld 1±mit the Slgnals ^diated by the corresponding 
ligands as a functional regulatory mechanism. Induction of cytotoxic eel? 
death, observed for TNF, LTalpha, CD30L, CD95L and 4-1BBL, is anoSer 
common funrt- nnal -F^ = -t-,,..„ ~* 4-i_^- , . _ ' aiiuuueL 



IL 5 T T V tt o . CD3 ° L ^ CD40L ' ±n addition to IL-lalpha, 

IL "f' IL " 9 ' and M - CSF - In addition, H-RS cells express high copy 
numbers of several cytokine receptors such as IL-2R (p5S, P 75, and p64 



subunits), IL-6R. M-CSFR (c-fms), SCFR (c- kit), CD30, CD40, and TNFRs . 
Cytokines produced by H-RS cells might support the growth of tuition cells 
(autocrine growth loop) an/or interact with surrounding reactive bystander 
cells, particularly T cells. Conversely, H-RS cells might respond to 
cytokines produced hy surrounding reactive normal cells (paracrine growth 
loop) . The different interactions between H-RS cells and surrounding 
normal, reactive bystander cells, such as lymphocytes, plasma cells, 
histiocytes, neutrophils, eosinophils, and stromal cells, is characteristic 
for HD. The expression and biologic effects of a panel of cytokines and 
their counterpart receptors seem to be involved in the pathobiologic 
interaction between H-RS cells and particularly lymphocytes, mainly CD4sup 
+ T cells. Detailed analyses have to verify the predicted biologic 
activities of TNF, LTalpha, CD27L, CD30L. CD40L, 4-1BBL, gp34/OX40L, 
and FASL for the H-RS cell/T-cell interactions with impact on tumor 
growth and pathogenesis of HD. Cytokines and cytokine receptors, including 
TNF/TNFRs. CD30/CD30L, and CD40/CD40L, are clearly critical elements 
in the pathology of HD and are part of the deregulated network of 
interactive signals between H- RS cells anti surrounding bystander cells 
with membrane associated and cytokine mediated events. HD is a tumor 
of cytokine-producing cells that is causative for several characteristic 
clinical anti pathologic presentation of HD. The functional role of 
cytokines for the pathogenesis of NHLs is presently unclear. Malignant NHL 
cells express, depending on their immunophenotype, several TNF receptor and 
ligand superfamily members. B-cell NHLs are frequently CD27/CD27L, CD30 or 
CD30L, CD40, and TNFRs /TNF positive, but T-cell NHLs have expression of 
CD30, CD40L, and TNFRs/TNF. 
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Antitumor responses induced by transgenic expression of CD40 
ligand. 

Grossmann ME; Brown MP; Brenner MK 

Division of Bone Marrow Transplantation and Cell and Gene Therapy 
Program, St. Jude Children's Research Hospital, Memphis, TN 38105, USA. 

Hum Gene Ther (UNITED STATES) Nov 1 1997, 8 (16) pl935-43, ISSN 
1043-0342 Journal Code: A12 

Languages: ENGLISH 

Document type: JOURNAL ARTICLE 

Because CD40 ligand (CD40L) is a co-stimulator molecule 
for multiple components of the immune response, we wanted to determine 
whether transgenic expression of the molecule would increase immune 
responses against a weakly immunogenic murine tumor, neuro-2a. 
Tumor cells were transduced with a retroviral construct 
containing the CD40L gene and co-injected with variable numbers of 
non-CD40L transduced cells into syngeneic mice. Mice injected 
with cells that expressed CD40L had a significant reduction in 
average tumor size as compared to controls (p < 0.0001). In addition, 
survival of the neuro-2a/CD40L mice was 48 days versus 34 days for 
the neuro-2a/neo controls (p < 0.02). Expression of CD40L by less 
than 1.5% of neuro-2a cells was sufficient for significant antitumor 
effects (p < 0.001). These antitumor effects protected mice from subsequent 
challenge with parental neuro-2a cells. The protective effects of 
CD40L were associated with systemic immunomodulation . In vivo 
depletion of CD8+ cells abrogated the CD40L -mediated antitumor 
effects. Analysis of spleens from CD40L-protected animals showed 
increased numbers of CD4+ and CD8+ cells, the majority of which 
co-expressed the activation marker CD25. In addition, an increased number 
of antigen-presenting cells (APCs) expressed the co-stimulatory molecule 
CD86. These experiments illustrate that transducing even a small 
percentage of tumor cells with CD40 ligand can create a 

long-lasting systemic immune response capable of impeding growth of 



lfied neuroblastoma cells. 
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Lu^S^tSlSf " M of normal and 

Huang MR; olsson M; Kallin A; Pettersson U; Totterman TH 

Languages: ENGLISH 

Document type: JOURNAL ARTICLE 

replication-defective recombinant Ad.RSV beta „1 vector ™? ^« h ! it' 

T a T?t° n B e ir £icie ^ y t scudied at * -^"Si?St^ i-sst^or he 
siisir cSi. 1 ?S£ ti r- jr showed , that 5 °- 8os of p^y^^ioid 

t, ™ "ucceisS V i " efflclentl Y transduced in contrast 
to ttiL, successful transduction of resting primary chronic n 

ymphocyt.c leuKemxa cells required appropriate SreacSv.SoTo? targeted 
into B Jtt r! i P ° r thS efflclent transduction of adenovirus 

S«„d aS. presented - We s howed that anti-CD40 mAb or CD40 

lxgand acts m synergy with rhIL-4 to enable the transduction 
of approximately 50-75% of B-CLL cells fR-rTT n - «f * 
beta-galactosidase in t„„sdu=ed ^Su? SS' H-cI^' =eS"aT°" ■ 

undine £ °tnr utility 5 ?/* *"«.«™»<*« "»»• Th. presen^s^ 

" f utility of adenovirus vectors for the const r-,,nt--i ™ ~f 

cytokine gene-modified tumor vaccines for the treatment of 
hematopoietic malignancies such as CML and B-CLL. treatment of 
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li oa R nT e , S nH 0n R ap ° P f osis in human B-lymphoma cells by CD40- 

re??nobla a stoma C protein relatl ° nShiP ^ ^ ™* roll of the 

Wang H; Grand RJ; Milner AE ; Armitage RJ; Gordon J; Gregory CD 
EdSSSSTSlC ImmUn0l °^' diversity of Birmingham' Medical School, 

Jou^Tc^^™ 1 " 1996 ' " (2) P 373 " 9 ' ISSN 0^50-9232 

Languages: ENGLISH 
Document type: JOURNAL ARTICLE 

vitro 115 B K rkltt , lymphoma cel1 to model human B-cell apoptosis in 

' ! k ° bserved that crosslinking, by antibody, of cell surface 
immunoglobulin induced Gl growth-arrest followed by apoptosis By contrast 
sSJLs J; 62/2 lth Ca(2+) - i0n ° ph0re ' ionomJciS, generated a^optotxc 

eaS„t i„d h 35 ^ ^ G ' ' B ° th ionom y cin and anti-immunoglobulin 

treatment induced rapid dephosphorylation of Rb nrior + n = T JL+. 
Apoptosis was repressed following exposure t f m H ^ and aP ° Pt ° S "- 
b ^ompa„ied 2 ^J^^--.^ progression 

ant^Immuno £ roDuiin-treated ceils^ ^SSii 1„~ ' 

SSSSSS^t^" du— srsS 



f Rb and IL f cl - 2 - e ^ ressin 9 «Hs induced Gl-arrest, de-phosphorylation 
f Rb and apoptosis. These results suggest that the functional activity of 
K B " 1 y m P homa cells is dependent upon, or leads to, sustained 

hyperphosphorylation of Rb and that Rb hyperphosphorylation can be 

uncoupled from cell-cycle progression. 
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Protective immunity induced by tumor vaccines requires interaction 
between CD40 and its ligand, CD154. 

^Mackey MF; Gunn JR; Ting PP; Kikutani H; Dranoff G; Noelle RJ; Earth RJ 

Cancer r 5n?L °f J 1 ^^^' Dartmouth Medical School and Norris Cotton 
Cancer Center, Lebanon, New Hampshire 03756, USA 

0008^47? <UN ™, STATES) JU1 1 1997 ' 57 < 13 > P2569-74, ISSN 

0008-5472 Journal Code: CNF 
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Interactions between CD40 and its ligand, CD154 (CD40L, gp39 

immunJtv ^cenf ^ • S° ^ * Central role in the regulation of humoral 
immunity Recent evidence suggests that this ligand-receptor pair also 
Plays an important role in the induction of cell-mediated immune responses'? 
including those directed against viral pathogens, intracellular parasites 
and alloantigens. The contribution of this ligand-receptor pair to the 

;;; S nt b o£ h / r : teCtlV : immunity against syngeneic Lrs was 
evaluated by blocking the m vivo function of CD154 or by studying 

/T 1S ^ nC ^K ±n . m±Ce 9enetkall y deficient in CD40 expression 
inhibited' C3 r' anti - CD l 5 4 monoclonal antibody treatment 

mhibited^^the ^gener ation^of ^ protective immune responses after the 

MCA 105 
mela: 

interarH^nT"^"* ^unxirmamon ot the role of CD40/CD154 

interactions m tumor immunity was provided by the overt tumor 
susceptibility in CD40-def icient mice as compared to that in CD40+/+ mice 
l n rnt l^lL CaSB '- ^ il f: t yP e /ut not CD40-deficient mice could be readily 
protected against live TS/A tumor challenge by preimmunization with 

cm?/CD??r T ^' P 3 ™- TheSS findin 9 s suggest a critical role for 
CD40/CD154 interactions in the induction of cellular immunity by 
tumor vaccines and may have important implications for future 
approaches to cell-based cancer therapies. 



administration of three potent tumor vaccines":" irradiated^MCA 105^ 
melanoma nJTt^-.f !!.f !f ^ ±Um P ar Y um adjuvant, and irradiated B16 



noma cells transduced with the gene for granulocyte macrophage 
ny-stimulatmg factor. Confirmation of the role of CD40/ 
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